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Protocol N49-97-02-037: VY ‘Ji.fh =

An Open Label, Randomized, Single Dose, Crossover Study to Compare the
Pharmacokinetics and Bioavailability of Oral Fine Suspension and Two Oral Capsule SC-
58635 Formulations in Healthy Adult Subjects

Study Dates: 8/13 - 9/25/97 NDA Volumes: 1.97 . -
Investigator/
Study Site
Study Design | Open label, randomized, single dose, three-period, crossover design

Subject Characteristics

No. of subjects Age (yr) Wt (kg) Race
(Healthy). 36 (29M, 7 F) 30.4+9.0 724199  4B,27C, 1A, 4H
Treatments Dosing: Days 1, 8, and 15
(fasted) Dose: Celecoxib 200 mg (+240 mL water)
Treatment A:  Celecoxib capsules, 100 mg x 2
(Phase 1 formulation, #RCT 10558)
Treatment B:  Celecoxib oral fine suspension (#RCT 10535)
Treatment C: Celecoxib capsules, 200 mg x 1
(commercial formulation, #RCT 10541)
180 mL of water 1 hr predose and at 2 and 3 hrs postdose
Sampling Scheme Celecoxib:
Blood samples
Days 1,8,15: 0,0.5,1,2,3,4,6,8, 12, 16, 24, 36, 48, 72 hrs
Urine samples
Days 1, 8, 15: -10t0 0, 0-3, 3-6, 6-12, 12-24, 24-48, 48-72 hrs
Assay Plasma samples (SC-58635)

Urine samples (SC-58635 & SC-62807):

Adverse Events -

All adverse events were mild.
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Protocol No. N49-97-02-069:

An open label, randomized, crossover study to compare the bioavailability of multiple
doses of sc-58635 administered QD in the morning versus QD in the evening to healthy

subjects

Study Dates: 4/23/97 - 5/25/97

NDA Volumes: 1.90

1

Investigator/ -
Study Site
Study Design Open-label, single-dose (phase 1) followed by a randomized, two-
’ treatment, multiple-dose, crossover study
Capsules, 200 mg (Lot # RCT10437)

Formulations

Subject Characteristics

No. of subjects Age (yr) Wt (kg) Race
(Healthy subjects) 24 (22M, 2F) 29376 73.4+£10.5 2A,4B, 16C, 2H
Dosing . Phase I  Day 1: Single dose, 400 mg
(Fed Conditions) Phase 2 Days 4-13: 400 mg QD, 8AM or 7PM dosing

Days 20-29: 400 mg QD, 7PM or 8AM dosing
Note: Each dose was given with a low-fat meal and 180 mL of water.
No alcohol or caffeine was allowed during the study.

Sampling Scheme

Blood:

Day 1: 0,05,1,2,3,4,6, 8,12, 24, 36, 48 hrs

Days 10-12 & 26-28: pre-dose

Days 13 &29: 0,0.5,1,2,3,4,8,12, 14, 16, 18, 20, 22, 24, 36,
48, 72 hrs

Urine:

Days 1, 13 &29: -10to 0, 0-4, 4-8, 8-12, 12-24, 24-48 hrs

Assay

Blood samples (SC-58635):

Urine samples (SC-58635 and metabolites SC-62807):

Adverse Events

Severe adverse events: none

Moderate events: 2 (headache and hypertonia); relationship to study
drug uncertain.

Clinical lab, physical exam and vital signs: no clinically significant
changes

72
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Protocol # N49-96-02-043:

An Open-Label, Randomized, Crossover Study To Compare The Bioavailability Of
Multiple Doses Of SC-58635 Administered QD And BID To Healthy Subjects

Study Dates: 8/27/96 - 9/22/96 NDA Volume: 1.89 }
Investigator/
Study:Site .
StudyDesngn w0 Single-dose (phase 1) followed by a randomized, two-treatment, two-

. period, multiple-dose, crossover study (phase 2)

Capsules, 200 mg (Lot # RCT10175; Phase III formulation)

Subject Characteristics | No. of subjects Age (yr) Wt (kg) Race
" (Healthy subjects) = 20M
B : : 24 (total) 354+10.4 77.5+10.6 (7B, 16C, 1H)
‘Dosing - .- .| Phase ] Day 1: single dose, 200 mg
- (Fed condition) -~ | Phase 2 Days 4-10: 400 mg QD or 200 mg BID
LT e R Day 17-23: 200 mg BID or 400 mg QD
-{ Note: Each dose was given with a low-fat meal and 180 mL of water.
' No alcohol or caffeine was allowed during the study.
Sampling Scheme | Blood:
ST Day 1: 0,05,1,2,3,4,6,8, 12,24, 36, 48 hrs
Days 7-9 & 20-22: pre-dose
Day 10 & 23: 0,0.5,1,2,3,4,8, 12, 14, 16, 18, 20, 22, 24, 36,
48, 72 hrs
Urine:
Day 1: -10to 0, 0-4, 4-8, 8-12, 12-24, 24-48 hrs
Days 10 & 23: 0-4, 4-8, 8-12, 12-24, 24-48, 48-72 hrs
Assay Blood samples (SC-58633):

Urine samples (SC-58635 and metabolites SC-62807):

Adverse Events

Severe adverse events: none

Moderate events: 2 (headache and hypertonia); '
relationship to the study medication uncertain.

Clinical lab. physical exam and vital signs: no clinically significant
changes

=-QO
<
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Protocol # N49-96-02-015:

Comparison of the SC-58635 Pharmacokinetic Profile in Elderly and Young Subjects

Study Dates: 7/24/96-9/30/96

NDA Volume: 1.101-1.102

Investigator/ T -

Study Site

Study Design Double-blind, randomized, placebo-controlled, single- and multiple-
o ' dose, parallel study in elderly and young subjects

Formulations Celecoxib 200 mg capsules (lot #RCT 10116)

Subj é(_:t Characteristics
(Healthy)

No. of subjects

28 (14 M, 14F)

31* (16M, 15 F)
* 3 withdrawn

Age (yr) Wt (kg)

Dosing
(Fasted)

Days 1, 10: celecoxib 200 mg or placebo (moming dose only; fasted)
Days 3-9: celecoxib 200 mg BID or placebo BID (with food)

Sampling Scheme

Blood:
For celecoxib assay

Day 1:0,0.5,1,1.5,2,2.5,3,4,6, 8,12, 24, 36, 48 hrs

Days 8-9: trough samples

Day 10: 0,0.5,1,1.5,2,2.5,3,4,6, 8, 12, 24, 36, 48, 72, 96 hrs
For platelet aggregation and platelet count

Days 1, 9: 90 min pre-morning dose, 3 & 6 hrs post-moming dose
Urine: (Celecoxib

Days 1: -24 to0 0, 0-12, 12-24, 24-48 hrs

Day 10: 24 t0 0, 0-12, 12-24, 24-48, 48-72, 72-96 hrs

Assay

Blood samples
Celecoxib:

Urine samples (SC-58635 & SC-62807):

Adverse Events

. Adverse events considered related to the study drug: mild
elevation in SGPT in a 71-yr old female (Subject 206).
. Withdrawal: 3 subjects (1 in placebo; 2 in active treatment group
due to non-compliance)

. Clinical lab and vital signs: changes in hemoglobin, hematocrit
and RBC were attributed to the amount of blood (~400 cc) collected
during the study. :

(BN
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Table 14.

Demographics and&ingle-dog? Noncompartmental

Pharmacokinetic Parameters of Celecoxib by Race for Analyses of
Effects of Age/Gender/Race/Body Weight.

Group Mean (CV)"

Demographic Variable or Other Race/

Celecoxib Single-dose Caucasian Black Hispanic Asian Ethnic Group

Pharmacokinetic Parameter (N=156) (N=48) (N=61) (N=2) {N=3)

Age (yr) 31.8 (29%) 36.1 (38%) 33.0 (22%) 26.5 (35%) 36.0 (10%)
31.8 (29%)"

Weight (kg) 74.8 (15%) 75.9 (17%) 72.0 (11%) 55.5 (11%) 68.1 (15%)
74.9 (15%)™

Gender: Male 112 34 48 1 2

Female 44 14 13 1 1
AUC(0-lgc) (hr-ng/ml) 7406 (99%) 6 P42%) 7972 (65%) 8480 (31%) 9623 (9%)
(6852)35%)™ 1. -l

AUC(0~o) (hr-ng/mi) (7'47'3‘(35%)“" G380 (42%) 8884 (69%) 8801 (28%) 10534 (16%)

C_.. (ng/ml) 7?’6(50"/0) 810 (47%) 790 (55%) 1058 (79%) 1011 (59%)
709 (42%)™

T_.(hn) 2.70 (50%) 2.63 (46%) 2.62 (40%) 1.75 (20%) 2.67 (22%)
2.70 (50%)™

Terminal T1/2 (hr) 12.0 (48%)"" 12.4 (38%) 12.7 (63%) 10.5 (22%) 13.0 (38%)

CL/FIAUCO-iqc)] (Lhr)™ 32.7 (37%) 28.3 (46%) 30.9 (46%) 24.8 (31%) 209 (9%)
32.9 (36%)"

CUF[AUC(0-=)] (Lhn)™ 30.1 (33%)" 25.4 (44%)"” 27.9 (46%) 23.6 (28%) 19.3 (16%)

CUF[AUCO0-Iqc)} (Lhe/70 kg)™® 31.0 (38%) 26.3 (43%) 30.5 (52%) 32.0 (42%) 22.1 (26%)
31.2 (37%)"” Be

CUF[AUC(0-0)] (Lhr/70 kg)” | (2823)(33%)> '@@-4; T 27.5 (52%) 30.5 (39%) 20.5 (32%)

VA/F (L)*® 573 (59%)" 430 (46%0) 482 (63%) 369 (48%) 349 (22%)

VA/F (/70 kg)"™ 488 (63%)™" 399 (45%)'" 474 (64%) 481 (58%) 360 (16%)

(a) Values are arithmetic mean (CV), median and range of cata for healthy adult volunteers in nine single-dose phase |
studies. (11,12,15-17,19-22)
{b) Exctudes outiier subject no. 31 (33 year-old Caucasian maie). Report No. N49-98-06-072. (21)

(c) N=153.
(d) N=ass.

(e) CUF[AUC(0-Igc)] = [Dose/AUC(0-Iqc)] atter single dose; or

CUF[AUC(0-x)] ={Dose/AUC(0-«)] after single dose.

(f) Weight-adjusted CLFIAUC(D-Iqc)] = 70" ({Dose/AUC(0-qc)Jweight) after single dose: or
weight-adjusted CLUF[AUC(0—<o)] = 70°({Dose/AUC(0-=))/weight) after singie dose.

(9) VA/F = (DoselAUC(D-=)*(In2/T1/2)}) after single dose.

(h) weignt-adjusted V&/F = 70°[(Dose/JAUC(O~=)"(In2/T1/2)])/weight] atter single dose.

Hy
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Table 17. Demographics and Steady-state Noncompartmental

Pharmacokinetic Parameters of Celecoxib by Race for Analyses of
Effects of Age/Gender/Race/Body Weight.

Demographic Variable or Group Mean (CV)*
Steady-state Pharmaco- Caucasian Black Hispanic
kinetic Parameter (N=96) (N=13) (N=3)
Age (yr) 55.1 (37%) 35.9 (31%) 39.3 (19%)
54.9 (38%)"
Weight (kg) 72.5 (17%) 78.9 (16%) 64.1 (7%)
72.4 (17%)™
Gender: Male 45 7 1
Female 51 6 2
AUC(0-12) (hr-ng/ml) 8874 (84%) 39%) 5540 (42%)
8208143%)" ¢— LTy X
C... (ng/ml) 1371 (77%) 1425 (37%) 921 (58%)
1278 (43%)™
C o (NG/mI) 590 (122%) 639 (43%) 340 (34%)
522 (52%)™
T, (h) 3.00 (38%) 3.42 (25%) 2.67 (43%)
3.00 (38%)™
Terminal T1/2 (hr) 9.52 (38%)™ 10.3 (49%)"® 465"
CUF (Lhe)® 28.5 (42%) 27.0 (61%) 40.2 (37%)
28.7 (41%)"
CUF (70 kg)® 28.2 (46%) (25.0%67%) 44.7 (41%)
(28.4 (45%)"” 0.828
Vd/F (L) 386 (60%)™ 420 (95%)° 164"
Vd/F (/70 kg)" 383 (65%)™° 410 (107%)® . 165"

(a) Values are arithmetic mean (CV) of data for adult volunteers in four multiple-dose phase | studies.
(13,19,23,24)

(b) Excludes outlier subject no. 221 (73 year-old Caucasian femaie), Report No. N49-97-16-015. (19)

(c) N=8s.

(d) N=10.

(e) N=1.

(f) CUF = [Dose/AUC(0-1)] after muiltiple BID dosing, where 1=12.

(g) Weight-adjusted CL/F = 70"([Dose/AUC(0-1)})/weight) after multiple BID dosing, where 1=12.

(h) VJ/F = (Dose/[AUC(0-1)*(In2/T 1/2)]) after multiple BID dosing, where 1=12.

() Weight-adjusted Vd/F = 70"[(Dose/[AUC(0-1)"(In2/T 1/2)})/weight] after multiple BID dosing, where
=12.

"z
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Table 16. Demographics and Steady-state Noncompartmental

Pharmacokinetic Parameters of Celecoxib for All Subjects Included
in Analyses of Effects of Age/Gender/Race/Body Weight.

Demographic Variable or Steady-state
Pharmacokinetic Variable N© Mean (CV)* Median" Range™
Age (yr) 112 52.4 (39%) 56 19-83
111® 52.2 (39%)™ 54" 19-83"
- Weight (kg) 112 73.0 (17%) 72.0 48.0-112.5
111% 73.0 (17%)" 71.9" 48.0-112.5"
Gender: Male 53
Female 59
Race: Caucasian 96
Black 13
Hispanic 3
AUC(0-12) (hr-ng/ml) 112 8827 (79%) 7776 2876-72193
111™ 8256 (43%)" 7763 2876-21392"
C... (ng/mi) 112 1365 (73%) 1205 440-10200
111" 1286 (42%) 1190™ 440-3610"
C oo (NG/m) 112 589 (115%) 471 0-7090
, 111 531 (51%)* 470" 0-1770"
T (h) 112 3.04 (36%) 3.0 1.0-6.0
111® 3.04 (37%)" 3.0% 1.0-6.0%
Terminal T1/2 (hr) 6™ 9.55 (40%)" 9.14" 2.87-22.4%
CUF (Lhn)® 112 28.6 (44%) 257 2.77-69.5
111™ 28.8 (43%)" 25.8" 9.35-69.5”
CUF (Li/70 kg)® 112 28.2 (49%) 25.1 2.59-84.1
111 28.5 (48%)™ 25.1™ 8.25-84.1"°
Vd/F (L) 96" 387 (65%)" 308" 77.3-1445"
VJ/F (L/70 kg)” 96 383 (71%)" 312" 79.9-1488"

(a) Values are arithmetic mean (CV), median and range of data for adult volunteers in four multiple-dose
phase I studies. (13,19,23,24)

(b) Excludes outlier subject no. 221 (73 year-old Caucasian female), Report No. N49-97-16-015. (19)

() CL/F = [Dose/AUC(0-1)] after multiple BID dosing, where 1=12.

(d) Weight-adjusted CL/F = 70*([Dose/AUC(0-1))weight) after multiple BID dosing, where t=12.

(e) VA/F = (Dose/JAUC(0-1)*(In2/T 1/2))) after multiple BID dosing, where 1=12.

(f) Weight-adjusted Vd/F = 70*[(Dose/JAUC(0-1)*(In2/T 1/2)])/weight] after multiple BID dosing, where
=12.
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Protocol # N49-96-02-016 FT

SC-58635 Single and Multiple Dose Pharmacokinetic Evaluation in Subjects With and
Without Hepatic Impairment

Study Dates: 9/23/96 - 1/3/97 NDA Volume: 1.99-1.100 B .
Investigator/
‘Study Site -
Stud_y Design Open-label, randomized, single- and multiple-dose study
‘F(;rmhlations Celecoxib 100 mg (lot #RCT10216)

‘:’Subject Charactenstlcs Hepatic impairment No. of subjects Age (yr) Wt (kg
' (Pattents) o , mild 12(7M,5F)
- L : normal (matched) 12(7M,5F)

moderate 11 (8M, 3F) 4
normal 11 (8M, 3F) 6

ERe S (Child-Pugh Classification) '

Dosing o Day 1: 100 mg (single dose)

(Fasted) © 1 | Days 4-7: 100 mg BID

k Day 8: 100 mg (single dose)

Sampling Scheme Blood:

’ Days 1 & 8:0,0.5,1,2,3,4,6, 8, 12, 24, 36, 48, 72 hrs
Days 5-7: trough samples

Urine:

Days | & 8: -24t0 0, 0-4, 4-8, 8-12, 12-24, 24-48, 48-72 hrs

Assay Blood samples
: Celecoxib:

Urine samples (SC-58635 & SC-62807):

Adverse Events Events related to the study drug: diarrhea (2), and dyspepsia (1)
Severity: Mile except one case of diarrhea ( moderately severe)
Clinical lab and vital signs: no clinically significant changes
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